Application No. 10)799,909 

Reply to Office Action of March 30, 2005 

Amendments to and Listing of the Claims : 

Please amend claims 1, 5, 12-14 and 21, add new claims 28 and 29, and cancel 
claims 4 and 22-27, all without prejudice, as shown below in the following listing of all claims 
ever presented. The following listing of claims replaces all prior versions of the claims. 

1 . (Currently Amended) A process for separating the R(-)-5-[2-[[2-(2- 
ethoxyphenoxy)ethyl]amino]propyl]-2-methoxyben2enesulfonamide enantiomer [R(-)-I] or S(+)- 
[2-[[2-(2-ethoxyphenoxy)ethyl] amino]propyl]-2-methoxybenzenesulfonamide enantiomer 
[S(+)-I] from a mixture of said R(-)-I and S(+>I enantiomers, comprising: 

(a) placing a mixture containing the R(-)-I and S(+)-I enantiomers in contact, in a 
solvent, with an optically active organic acid selected from the group consisting 
of (-VN-(3.5-dinitroben2ovlV g-phenvl-glvcine. (■hVN-(3.5-dinitrobenzovlV a- 
phenyl-glycine, and non-racemic mixtures thereof, to form diastereoisomeric 
salts with said R(-)-I and S(+)-I enantiomers, wherein said diastereoisomeric 
salts have different solubility in said solvent and can be separated by 
crystallization; 

(b) separating the diastereoisomeric salt mixture enriched in the diastereoisomeric 
salt of the R(-)-I or S(+)-I enantiomer formed in step (a); and 

(c) releasing the diastereoisomeric salt mixture separated in step (b) to obtain the 
R(-)-I or S(+)-I enantiomer or a mixture enriched in one of them. 

2. (Original) Process according to claim 1, wherein prior to carrying out step (c), the 
diastereoisomeric salt mixture enriched in the diastereoisomeric salt of the R(-)-I or S(+)-I 
enantiomer separated in step (b) is resuspended or recrystallized, one time or more. 

3. (Original) Process according to claim 1, wherein said mixture containing the 
R(-)-I and S(+)-I enantiomers is a racemic mixture. 

4. (Canceled) 
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^ >r (Currently Amended) Process according to claim -H^Twherein said solvent is 
selected from the group formed by water, alcohols, ketones, nitriles and their mixtures. 

m 

jS. (Original) Process according to claim 5, wherein said solvent is a mixture of 
acetone and water. 

^ ?. (Original) Process according to claim 1, wherein said diastereoisomeric salts are 
formed at a temperature comprised between IS^'C and the reflux temperature of the solvent. 

^/J. (Original) Process according to claim I, wherein the separation of the 
diastereoisomeric salt mixture enriched in the R(-)-I or S(+)-I enantiomer is carried out by 
crystallization and separation of the crystals formed. 

(Original) Process according to claim 1 , wherein the separation of the 
diastereoisomeric salt mixture enriched in the R(-)-I or S(+)-I enantiomer comprises carrying out 
one or more recrystallizations or resuspensions of said diastereoisomeric salt mixture. 

(Original) Process according to claim 1, wherein the release of the 
diastereoisomeric salt mixture enriched in one of the R(-)-I or S(+)-I enantiomers separated in 
step (b) is carried out by means of reaction with a base. 

y[. (Original) Process according to claim 1, wherein the separated enantiomer is the 
R(-)-I enantiomer. 

[o 

jZ. (Currently Amended) Process according to claim 1, wherein the optically active 
organic acid used comprises is s e l e cted among L 10 comphorsulfonio acid and (-)-N-(3,5- 
dinitrobenzoyl)-a-phenylglycineacid. 

}Q. (Currently Amended) Process according to claim 1 for the separation of the 
R(-)-I enantiomer, comprising: 



7476521 v1 



3 of 11 



Application .No. 10/799,909 

Reply to Office Action of March 30, 2005 

placing a mixture of R(-)-I and S(+)-I enantiomers in contact with f-VN-f3,5- 

dinitrobenzovH- g-phenvNglvcine L 10 camphoraulfonic acid [C(-)], to form the 

I(+)C(-) and I(-)C(-) diastereoisomeric salts, in a solvent in which mainly the 

I(.)C(-) salt precipitates over the I(+)C(-) salt; 

separating the precipitate comprising mainly I(-)C(-) diastereoisomeric salt over 
the I(+)C(-) salt and resuspending it in a solvent; 

maintaining the resulting suspension at a temperature comprised between 15**C 
and the reflux temperature of the solvent, for a time period comprised between 20 
and 24 hours, to obtain a second precipitate mainly comprising the I(-)C(-) salt; 
and if so desired, 

- neutralizing said second precipitate to mainly obtain the R(-)-I enantiomer, or 

- resuspending said second precipitate, one time or more, in a solvent, to obtain , 
the R(-)-I enantiomer with the desired optical purity. 

(Currently Amended) Process according to claim K A process for separating 
the RfO-5-r2-|'r2-f2-ethoxvphenoxvkthvllamino1propvn-2-methoxvbenzenesulfonamide 
enantiomer FRf-VIl or S(+Vf24r2-(2-ethoxvphenoxvlethvn amino1propvl1-2- 
methoxvbenzenesulfonamide enantiomer FSf+VIl from a mixture of said R(0-I and S(+)-I 
enantiomers, comprising, 

U) placing a mixture containing the Rf-)-I and Sf+VI enantiomers in contact, 
in a solvent, with an optically active organic acid to form diastereoisomeric salts with said Rf-)-I 
and Sf+VI enantiomers. wherein said diastereoisomeric salts have different solubilitv in said 
solvent and can be separated by crystallization: 

(h) separating the diastereoisomeric salt mixture enriched in the 
diastereoisomeric salt of the RM-I or S(+VI enantiomer formed in step (a): and 

fc) releasing the diastereoisomeric salt mixture separated in step (b) to obtain 
the Rf-VI or S(+VI enantiomer or a mixture enriched in one of them. 

further comprising the alternating and separate use of two different optically 
active organic acids, capable of forming diastereoisomeric salts with said R(-)-I and S(+)-I 
enantiohiers, wherein said salts have different solubility in a given solvent and can be separated 
by crystallization. 
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V5. (Original) Process according to claim 14, comprising: 

(a) placing an R(-)-I and S(+)-I enantiomer mixture in contact, in a solvent, with a 
first optically active organic acid to form diastereoisomeric salts with said 
enantiomers, wherein said diastereoisomeric salts have different solubility in 
said solvent and can be separated by crystallization, under conditions allowing 
the formation of a first precipitate; 

(b) separating said first precipitate from the mother liquors, said mother liquors 
mainly containing one of said diastereoisomeric salts formed in step (a), and 
isolating the diastereoisomeric salt mixture enriched in the R(-)-I or S(+)-I 
enantiomer contained in said mother liquors; 

(c) releasing the R(-)-I and S(+)-I enantiomers present in the diastereoisomeric 
salt mixture enriched in the R(-)-I or S(+)-I enantiomer, isolated from the 
mother liquors in step (b), by cleavage of said diastereoisomeric salts, 
generating a medium comprising a mixture of the R(-)-I or S(+)-I enantiomers 
enriched in one of said enantiomers, and said first optically active organic 
acid; 

(d) removing said first optically active organic acid from the reaction medium; 

(e) placing said enantiomer mixture enriched in R(-)-I or S(+)-I obtained in step 
(c), substantially free of said first optically active organic acid removed in step 
d), in contact, in a solvent, with a second optically active organic acid, 
different firom the optically active organic acid used in step (a), to fonn the 
corresponding diastereoisomeric salts of said R(-)-I or S(+)-I enantiomers 
with said second optically active acid, wherein said diastereoisomeric salts 
have different solubility in said solvent and can be separated by 
crystallization, under conditions allowing the formation of a second 
precipitate and where the salt corresponding to the majority R(-)-I ov S(+)-I 
enantiomer preferably precipitates in the reaction medium; 

(f) separating said second precipitate formed in step (e) from the mother liquors, 
said second precipitate containing a mixture of the diastereoisomeric salts 
formed in step (e) enriched in the diastereoisomeric salt corresponding to the 
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majority R(-)-I or S(+)-I enantiomer; and 

(g) releasing the precipitated diastereoisomeric salts, enriched in the R(-)-I or 

S(+)-I enantiomer, to obtain the enantiomer mixture enriched in the R(-)-I or 

S(+)-I enantiomer. 

(Original) Process according to claim ]S, wherein said optically active organic 
acids used in steps (a) and (e) are the enantiomers of an optically active organic acid. 

K If 

yi. (Original) Process according to claim ^, wherein said optically active organic 
acids used in steps (a) and (e) are the D- and L- enantiomers of 10-camphorsulfonic acid, or the 
(+) or (-) enantiomers of N-(3,5-dinitroben2oyl)-a-phenylglycine acid. 

>8. (Original) Process according to claim >5, wherein said second precipitate 
separated in step (f) is resuspended in a solvent, one time or more, to give rise to a new 
precipitate comprising a diastereoisomeric salt mixture enriched in one of the R(-)-I or S(+)-I 
enantiomers. 

19. (Original) Process according to claim i^for the separation of the R(-)-I 
enantiomer, wherein the first optically active acid is D-lO-camphorsuIfonic acid and the second 
optically active acid is L:10-camphorsulfonic acid [C(-)]. 

(Original) Process according to claim \S for the separation of the R(-)-I 
enantiomer, comprising: 

placing an R(-)-I and S(+)-I enantiomer mixture in contact with D-10- 
camphorsuifonic acid [C(+)], to form the I(+)C(+) and I(-)C(+) diastereoisomeric 
salts, in a solvent in which mainly the I(+)C(+) salt precipitates over the I(- 
)C(+)salt; 

separating the mother liquors enriched in I(-)C(+) diastereoisomeric salt, isolating 
the salts contained therein and neutralizing them with a base to obtain an 
enantiomer mixture mainly containing the R(-)-I enantiomer, and removing the 
C(+) released after the neutralization of the mother liquors; 
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putting the enantiomer mixture enriched in R(-)-I in contact with the L-10- 

camphorsulfonic acid [C(-)], to form the I(-)C(-) and I(+)C(-) diastereoisomeric 

salts, in a solvent in which the I(-)C(-) salt mainly precipitates over the I(+)C(-) 

salt; and jf so desired, 

- neutralizing the precipitate obtained in the previous step with a base to obtain 
an enantiomer mixture mainly containing the R(-)-I enantiomer; or 

- resuspending said precipitate in a solvent and maintaining the suspension at a 
temperature comprised between room temperature and the reflux temperature, 
for a time period comprised between 20 and 24 hours, generating a new 
precipitate; and if so desired, 

■ neutralizing said new precipitate to mainly obtain the R(-)-I enantiomer; or 

■ resuspending said new precipitate, one time or more, until obtaining the 
R(-)-I enantiomer with the desired optical purity. 

r 

(Currently Amended) A diastereoisomeric salt selected from: 

th e dia G t e rooiGomoric salt of th e R() 5 [2 [[2 (2 
ethoxyph e noxy) e thyl]amino]propyl] 2 methoxybonzenesulfonamide e nantiom e r and 
D 10 camphorGulfonic acid; 

thediast e rooioom e riosaltof th e R( - ) 5 [2 [[2 (2 
ethoxyph e noxy)othyl]amino]propyl] 2 mothoxybenz e n e sulfonomid e onantiomer and 
L 10 camphorsulfonic acid; 

th e diastereoisomeric salt of th e S(+) 5 [2 [[2 (2 
e thoxyph e noxy) e thyl]amino]propyl] 2 m e thoxyb e nz e n e sulfonamido enantiom e r and 
D 10 camphorsulfonio acid; 

the diastereoisomeric salt of th e S(+) 5 [2 [[2 (2 
e thoxyph e noxy) e thyl]amino]propyl] 2 m e thoxyb e nzenesulfonamido enantiom e r and 
L 10 camphorsulfonio acid; 

the diastereoisomeric salt of the R(-)-5-[2-[[2-(2- 
ethoxyphenoxy)ethyl]amino]propyl]-2-methoxybenzenesulfonamide enantiomer and 
(-)-N-(3,5-dinitrobenzoyl)-a-phenylglycine; 
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the diastereoisomeric salt of the R(-)-5-[2-[[2-(2- 
ethoxyphenoxy)ethyl]amino]propyi]-2-methoxybenzenesuJfonamideenantiomerand 

(+)-N-(3,5-dinitrobenzoyl)-a-phenylglycine; 

the diastereoisomeric salt of the S(+)-5-[2-[[2-(2- 
ethoxyphenoxy)ethyl]amino]propyl]-2-methoxybenzenesulfonamide enantiomer and 
(-)-N-(3,5-dinitrobenzoyl)-a-phenylglycine; and 

the diastereoisomeric salt of the S(+)-5-[2-[[2-(2- 
ethoxyphenoxy)ethyl]amino]propyl]-2-methoxyben2enesulfonamide enantiomer and 
(+)-N-(3,5-dinitrobenzoyI)-a-phenylglycine, 

22-27. (Canceled) 

(New) Process according to claim 1, wherein said solvent comprises 

acetonitrile and water. 

2^. (New) A process for separating the R(-)-5-[2-[[2-(2- 
ethoxyphenoxy)ethyl]amino]propyl]-2-methoxybenzenesulfonamide enantiomer [R(-)-I] or S(+)- 
[2-[[2-(2-ethoxyphenoxy)ethyl] amino]propy!]-2-methoxybenzenesulfonamide enantiomer 
[S(+)-I] from a mixture of said R(-)-I and S(+)-I enantiomers, comprising combining two 
different optically active organic acids capable of fonning diastereoisomeric salts with said R(-)- 
I and S(+)-I enantiomers, in an alternating and separate manner with said enantiomers, wherein 
said salts have different solubility in a given solvent and can be separated by crystallization 
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